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SUMMARY: The Food and Drug Administration, (FDA) is announcing that the 

proposed collection of inform.a&on-has been submitted to the Office of -. _il% .,~~~~,=~c.,.~~..r~,~~.~-~,~~~~~:~..~, .‘li*“eL .‘a ,~.~~~:*:“~~~~.-~~~h”~~~~.. , 1. --,+a _ .” ;g ,.__ _jl ,_ ,; __ ,_ _ ,, ; ‘* 

Management and Budget (OMB) for review and cle,anance ,yn&@-g+perwork 

Reduction Act of 19.95 (the PRA). 

DATES: Submit written comm~~tsCgn_the,collection of information. by [insert _ P’l:i */ I?” Ia’ i Jli-i”“..ZC . . . . . **4r~ #.~~;“-~+~r~ ~~~.~~~~~“~.~~“~i,*i,l i _ 

date 30 days after date of publication in the &dey&Fegister]. 

ADDRESSES: Submit +ritte,n comments on the collection of information to the “._,^ C,d., ‘, ,A/ . / ., _,. ,,* ,‘..A ir .‘]i-i. .,,r ,,,*, ,~~~,-*.;‘ I‘ , ,, ., i,.m&ry,‘a~. -‘wi~~~~.~-~~.i”-. ~*~‘.;~~‘p-~,, f.4, I :* .~ ;t ; : < ., , ,1, .; 

Office of Information andRegulatory Affairs, bMB, New Executive, Office 

Bldg., 725 17th St. NW., rm. 10235, Washington, DC 20503, Attn: Stuart 

Shapiro, Desk Officer for FDA. ( ! <. 

FOR FURTHER lNFORM(iTlON, C@lTACT:- Karen Nelson, Office of Information” ;,. 

Resources Management (HFA-250), Food and Drug Administration, 5600 

Fishers Lane, Rockville, MD 20857, 301-827-1482. 
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SUPPLEMENTARY I~~Qlf#AJIQN,: I%> coI@i=‘e With 44 u.$.c- .??7, FDA. has 

submitted. t.he follovvvng proposed collection of kformation to QMB .f% XkW 

and clearance. 

Regulations Requiring Manufactprers tq &$.c~s @&&$y and Effectiveness 

of New Drugs and Biological Proaucts in Pediatric Rtients-(OMB Control ” ~.“.~.IL/C.,-~“,.% ,‘ 

Number 0910-0392)-Reinstatement 

FDA regulations> require pediatric studies of* certain newand -marketed j ,“.^ /-- ,. i 

drugs and biological products to ensure that those products that are likely to 

be commonly used in children or that represent a meaningful therapeutic 

benefit over existing treatments contain adequate pediatric labeling for the 

approved indications at the time,,of, or soon after, approval (see 63 FR 66632, 

December 2,1998). Many drugs and biological products represent treatments 

that are the best available treatment for c”hjJ,dren, but most of them have not ,.. ,L ,, 

been adequately tested in the pediatric population. As a result, product 

labeling frequently fails to provide directions for safe and effective use in 

pediatric patients. The regulations are intended to increase>.the n,m&er ,of , 

drugs and biological products, with clinically significant use in children, that 

carry adequate labeling for use in that subpopulation. Specifically, the 

regulations are intendedto address the following concerns: (1) Avoidable I,‘- I, _dYl .,,. ,;a ,..._, ,” .(I, _/.A 

adverse drug reactions in children- drug reactions thaf~ occur becauseof the -, 

use of inadvertent drug overdoses or other drug administration problems that 

could have been avoided with better information on appropriate pediatric use; . j^_ /_ ,,,. *^* *~/.ll-.,“‘ _ ,_(,/ 

and (2) undertreatment of child,ren.F?r& a potentially safe and effective drug 

because the physician either prescribed an inadequate dosage or regimen, 

prescribed a less effectjyeedrug, or did not prescribe a drug, due to the 
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physician’s uncertainty about whether the drug or the dose was safe and 

effective in children. 

The regulations contain the following reporting requirements that are 

subject to the PRA: 

21 CFR 201.23(a),-Manufacturers of marketed drug products submit an 

application containing data adequate to assessV-clyhether theadrug product is safe 

and effective in pediatric populattons; applicants develop a pediatric 

formulation for FDA approval. 

21 CFR 201.23(c)-Applicants request a full waiver of the requirements 

under § 201.23(a) by certifying that necessary studies are impossible or highly 

impractical or there is evidence~that the product would be ineffective or unsafe 

in all pediatric age groups. Applicants request a partial waiver of‘the ,.. 

requirements under § 201.23(a) by certifying that: (1) The product does not 

represent a meaningful therapeutic benefit over existing therapies for pediatric 

patients in that age group, it is not likely to be used in a substanti~al,,number 

of patients in that age group, and the absence of adequate labeling could not 

pose significant risks to pediatric patients; or (2) necessary studies are 

impossible or highly impractical, or there is strong evidence that the product 

would be ineffective” or unsafe in.i,that~age group, or the applicant can 

demonstrate that reas,onabJe attempts to produce a pediatric formulation >.~, ,!. 

necessary for that age group have failed. 

21 CFR 31247(b)(l)(iv)-Sponsors submit background information on-the I. 

sponsor’s plan for phase 3, including plans fo,r pediatric studies, including a 

time line for protocol finalizat_ion, enrollment, completion, and data analysis, 

or information to support any planned request for waiver or deferral of _” 

pediatric studies. 



21 CFR 312.47(b)(2)-Sponsors submit information,on the status of needed . c..u.e, “:-.-.r 1 *.,. “ill_ *, X,,.,<“’ .“i ,_ _. i_ ,, ,, 

or ongoing pediatric studies. 

21 CFR 314.50(d)(7)-Applicants submit a pediatric use section, describing 

the investigation of the drug for use in pediatric populations. 

21 CFR 31455(a)-Applications contain data-that-are adequate to assess 

the safety and effectiveness of the drug product for the clanned jndicatjons , 

in pediatric subpopulations and t,o, support dosing and administration. 

21. CFR 31455(b)-Applicants request a deferred submission of s,om.e or 

all assessments of safety and effectiveness required under § 314.55(a) by 

certifying to the grounds for delaying pediatric studies, a description of 

planned or ongoing studies, and evidence that. studies wil! be,.co.nd,ucted, at, I.<. i; .- 

the earliest possible time. 

21 CFR 314.55(c)-Applicants request a full waiver of the requirements 

under 5 314.55(a) by certifying that the product does not represent a 

meaningful therapeutic benefit over existing treatments for pediatric patients 

and is not likely to be used in a substantial,~~~~erof pediatric patients, 

necessary studies are,impossible ,or highly impractical, or there is strong 

evidence that the product would’be ineffectjv,e or unsafe in alldlpediatric age 

groups. Applicants request a partial waiver of the,.requirements under 

§ 314.55(a) by certifying that: (1) The product do,es not represent a meaningful 

therapeutic benefit over existing treatments for pediatric patients in that age 

group and it is not likely to be used in a substantial number~.of patients in 

that age group; (2) necessary studies are impossible or highly impractical; (3) 

there is evidence that the product would be, meffect@e or unsafe in that ,” ._i-,^~ ,._ _c. ,,a. .j.“e, “, ,&,. .*:* ,+ P,r.i,**l age 

group; or (4) the applicant can demonstrate, that reagonable attempts to produce / j 

a pediatric formulation nec>essary for that age group have failed. 



21 CFR 314,61(b)(2)(i)-Applicant’s. annu:aj report includes a brief,, 

summary of whether labeling supplements for pediatric use have been 

submitted and whether new studies in the pediatric population have been - “. *“a .‘.--..“a.i s-i ,-.. ,a i*‘id,&>“* **&‘** xr&~@b,8:~ 

initiated. 

21 CFR 314.81(b)(2)(vi)(c)-Applicant’s a&ra,l report includes an analysis 

of available safety and efficacy data in the pediatric population and changes 

proposed in the labeling based on this information., .I ,_ ,, __, , _- 

21 CFR 314,8l(b)(2)(vii)-Applicant’s annual. report includes a status 

report containing a statement indicating whether postmarketing clinical studies 

in pediatric populations were required by FDA under § 201.23, and if so, the 

status of these studies. ! ,- . . 

21 CFR 601.27(a)-Applications for neti biological products contain data 

that are adequate to assess the safety and effectiveness of ,the bi_6?logical product 

for the claimed indications ,jn, pediatric subpopulations, and to support dosing 

ad administration igforqwtisz- j, _I : i_ , I .,” :, -, ./,_ /_ ., ^ 

21 CFR 602.27(b)--ApplicWs request a defwed subrsrissim.of ~~,EE~,,~~,., i 

all assessments of safety and effe:ctiveness mguired under § 601.27(a). 

21 CFR 601,27(c)-Applicants request a full waiver of the requirements 8. I 

under § 60127(a) by certifying that the product does not represent a- 

meaningful therapeutic benefit over existmg treatments for pediatric patients / 

and is not likely to be used in a substantialn~mber,,of pediatric patients, 

necessary studies .are impossible or highly impractical, or there is strong 

evidence that the product would be ineffectivle~~S~~~~~r?fe in all pediatric age * -*. _;z. mt:;*“,$rreia-t 

groups. Applicants request a partial waiver o:f the r,equirements under 

§ 601,27(a) by certifying that: (1) The product does not represent a meaningful 

therapeutic benefit over existing treatments for pediatric patients in that age 
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group and it is not lik~ely to be used in a substantial number of patients in 

that age group; [z) necessary studies are impossible or highly impractical; (3) : . . 

there is evidence that the product would be ineffecti~~-,,~~~unsafe in that age I ” ,, ..,../ ‘“_ *.,s \,,,* . ‘a\ l.$.ri.-‘“ess ,I ::$t)i -“‘; .&l 

group; or (4) the applicant can demonstrate that reasonable attempts to produce _. .,: I; * e.*., .*w h.-*.,, ~~*.~.~-;rl~r~~~.~?“~~~-~~i 

a pediatric formulationxl?ecessary for that age group have failed. 

21 CFR 60128(a)-Sponsors annually submit to FDA a brief summary x .I ./ ti.__~l.“_“: ,“._ ,..__” 

stating whether labeling supplements for pediatric use have been, submitted -, /. _ -2, ,i, ‘ . 

and whether new stu,dies* in the pediatric population to support appropriate . .a-“, _ 

labeling for the pediatric population have been initiated. : . q,,/ .x-.-.~el , , 

21 CFR 6012~(b)---Sponsors submit to FDA an analysis of available safety I-a”v.“..“I~.‘ _- ,s ,..,., I) 

and efficacy data in the pediatric population and changes proposed in the 

labeling based on this informatiw i, “. / ,_ “. _ I ,_ x, 1 ,, _ ,- 

21 CFR 601.28(c)-Sponsors submit to FDA Ia sttitement on the current ~ ̂  __._(.~ _ ” _, */,. ,*a- <. “.MC.,“-,ll,l~r.,~” ia, “,.<,.a,,;*, ” ,j ~ 1 ,- 

status of any postmarketing studies in the pediatric population. performed by, 

or on behalf of, the applicant. 

FDA estimates that the collection of information resulting fr0.m these .~ C.‘_^ ,.., >...)u ._, /.* ,, *, I \: _/ /_a 4.~.z~*..i”“,v,s. > ,,. *3.~irirr- .:; I, j ,+!,. ;;I$ ,.~i&‘<~ 

regulations is as follows: -1 .., ,I (, .,e 
T, ALE 1 .-ESTIMATED ANN IUP 

I : 

21 CFR Section Number of Respondents 

201.23(a) 
201.23(c) 
312.47(b)(t)(iv) 
312.47(b)(2) 
31450(d)(7) and 314.55(a) 
314.55(b) 
314.55(c) 
314.81 (b)(2)(i) 
314.81 (b)(a)(vi)(c) 
314.81 (b)(2)(vii) 
601.27(a) 
601.27(b) 
601.27(c) 
601.37(a) 
601.37(b) 
601.37(c) 
Total 

.h r )̂  _. 

r~ F~P~RTING BURDI _ * . __” .(,“‘.“, /,” ,.3”& / /* 

Number of Respons& 
per Respondent 

. . 

; 
1.2 
1.3 
1.3 
1.3 
1.3 

Total Hours 

? 
2 
0 

107 
too 
59 

;: 
119 
119 

6 
2 
5 

2 48 
0 0 

131 16 
127 16 
78 50 
80 24 

105 a 
158 8 
158 24 

x 
1.5 

48 
5 24 
4 8 

69 8 
69 24 
69 1.5 

96 
0 

2,096 
2,032 
3,900 
1,920 

840 
1,264 
3,792 

9 
144 
120 
32 

552 
1,656 

104 
18,557 

,, . 

3 
69 
69 
69 

1.3 
I .3 

In the Federal Register of September 27,~ 2001 (66 FR 49389), FDA 

requested comments on-.tlre proposed collection of information. FDA received , .I ._ ..” ., , ..‘W ,.:., , ,.., ^ -4 ,/.A^. *“,a I. .\A Is ‘L-~.~.~\,,~,~~L **;,, _ ,, _, _, c ,, 
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one comment. The comment stated generally, that l?DA .underesti~~!te~,~~~~~. 1 I; trr-*a i “Ia ,+_ ,, :,,. r*rr* xLI**2, ’ ,, 

resources required to ,satisfy the collection of~,&form$tion,,_,, ,, ..,a ,._, j _?jll ./I, , *..*re and requested that 
.i >,. __ _ 

the agency provide a more detailed, d&cus,sjon of the assumptions and *a”.. ,” &*._*._ 9 _.. *?“,.,r”~i”i <**A:‘ , ai 

methodology used to develop the,estimate,s. .I ,. 

First, the comment stated that the j~uy&q&gg~~ply with the information 

collection requirements in 5 201.23(a) “would involvehundreds of hours of . . .“^‘,am- .__, 1yI .il._l.lil.u .r,:n,.sh,x*r,*c,. I_n,., ./.._/._*I ,, _. _ , _, “,, -,_ 

development time and a.,vari,ety of scientific specialities” ifa sponsor had to 

submit a supplemental application or a new drug application (NDA) for a 

pediatric fo,rmuJati,on. The comment said that even if the burden for submitting 5 + ,**i* :,.,kljl wy, +‘i”<*,;. ‘“,I.$- j/j__ “ ‘tu % ,,““ :vx, ~~~~~~,~.~~~W~~,~~~~~~~~~~~~ :“~~.~~~~?ll~~~~ ,$& “‘~“~4@@w$w _I * I _ 1 ,, ,, 

a pediatric application is included.,under the other estimates in the Fed?:?!,- ,. ‘.,. a__ *..-. L .i x‘ 2,/&J > %l., ?.‘a, .,&ii., ..+z. c,*:x ,-‘~.~,uac‘~~~~~,:~~~..‘~~~~;~~~=”~, _ T-W%%~. $:: .‘<~ .%,, ,_ .! (6”:. ,;I’ : ,, _‘, ,,I 

Register notice (66 FP 49389), the burden for §-201.23(a) (which “wouid be i 

limited to the sponsor’s ‘opportunity for a writ&n response and a m.eeting 

which may include an advisory c,ommittee meeting”‘) would still be greater 

than the 48 hours per response estimated by FDA. 

Second, the comment stated that FDA’s estimate for compliance with the v ,.p xl-s* *.,,a\ ,,,. _ 1. _*. ,.. , 4.4 2. -n?idih~ ri.*“,“.,*it.M%*~~, L$*,,, ,wr;ii:~ 

information collection,requireme,nts4in §§ 314.55(a) and 601.27(a) is low 

“because the collection, analysis, and reporting of data adequate to support 

pediatric use of a new ,drug or biological product * * * involves extensive 

resources of a mult$&5plinary team to plan and execute the necessary clinical 

development program * * *.” 

Third, the comment questioned why FDA’s estimate for the,n,umber of ._,.. ̂ /ii_ ,,_ _, , 

annual responses in 5 31450(d)(7) is not equtil to the estimat,e, for the number I _-~~lr*s, X.,,Lq->n. a+. .^ ./ ,_ 

of annual responses in § 314.55(a), because “5 315.50(d)(7) requires the 

pediatric section of an .applicatio,n to include “information submitted under .,-^Ib,, . ..C.” __. *. I_*‘ tgr*.ab.: w,,, <* ,.,. ;rdi.iS,,-c- i.C,T .%“Lin .;-riw,,i: _.I: *:a 4s ~-&~-*+gq.‘i ,a. 2 , ‘$_ , ^ , ._, ,, J _I c-l 

$314.55." 



Fourth, the comment questioned why FDA did not provide a burden 

estimate for § 314.50(d)(3) (human pharmacokinetics (PK) and bioavailabihty 

section of an application) and (d)(5) ( c 1 inical data, section of an ” ,., *e*.___ ,_. ,b... ” ._ _.% application). 

Fifth, the comment stated that&F,DAts estimate of 100 respondents for ^, 3 ./ %S,, -:. ,.,.~i:~~~:r;*,r.~,,i > ..L~~c;~*.f~~r~..~$ &;;i,. ,F 

§ 314.811b)@)(i), (b)(2)C vi c I( 1, and (b)(Z)(vii) is low, and that ‘FDAmight expect , 

approximately 3,000 ,responses annually” (not including responses from 

holders of approved biological license applications) because there are 

approximately 3,000 ,NDAs. included. QII @e.,Approved Drug Products With 

Therapeutic Equivalence Evahmaions.. j 

FDA appreciates the information. provided by the comment and.&, _, 

reconsidered the burden estimates in the September 27, 2001, notice. Of.__. .,( :A* i., iilr ̂ . ,.j, .^%i “p g.;i- :., xl *. “‘li*.,+*%?w 

Concerning the question whether the numbers in table,?, (66 FR 49389 at 

49390) represent totals of all submissions,sinqe December 2,1998, or whether 

they represent an annuahzed~number based on. the total received, table~l of ‘ / ‘a.,. ii ‘.s L ii ,.91.* -a~.\ ir+ jr?.:.~e,V(l---,2, L,_.(.~,~ 21, r ,~.:n*~~~~~~~,~*.~i;i--l , .~ 1 __ ,_ ** ._. 

this document contajns annualized estimates based on the submissions , “.I_ ., .c. /, > ,k..S .:” ~ $3(i^?,& __ “ir. !.~*‘i-*-~~.rii,~“‘i‘i..‘ {$~&Y Q ?‘““.*Q&*.*~. ,, ̂ ._. 4 ,~ /*-.a * cix,*~~~..sgr’~~~~~, “, ‘;*2 2 -*q +;. 1 u>< )%, I 4 I j,, ,_.‘ /, , * _ “.\ “(_ I /_ ii, 

received. 

Concerning the comments on the adequacy of FDA’s burden, estimates for ~ 

§$201.23(a) and 314.55(a), the agency agrees’that the colh@&nand analysis **. .*,c . ~,4*,Axld u,*~c~zeoa 

of data adequate to support pediatric use and,to ,develo~p a pediatric 

formulation would be more burdensome than the estimates provided in the <“,~,.. ^ ?,4 ,” *. I,l,r*hX “i” r”+d.ri )_ ,-I .cih. ~~~tm4atbni%~*,~ ~~i;?,~~~~~~.:~~,~s~~~~~,~ ., I 

September 27, 2001; notice. The ~September 2.7, 2001, notice and this 

document, however, are part of the process to request that OMB extend 

approval for the collection of information described in the final rule entitled -I ,_” .I, ,.. “” ,.SI, 8’ ‘,i”~.&, --Ml:“/r, ‘pi *“- ‘a”%< -.r-.: _ #l ‘Y*>&w:‘* I(**‘@;, .;$,.zk ‘-A; ..,“ ,, _ ;_ , ̂  .p ..~ ) “‘ < ” 

“Regulations Requiring Manufacturers to Assess the~.,Sfety and Effectiveness 

of New Drugs and Biologicals Products in.,P,~~~ia~~~,,~~~~~~ts,” published,in the 

Federal Register of December,, 1998 (63 FR'66632 ,at 6,665,9). In the final rule , 



conducting and analyzing efficacy studies, PK studies, and new dosage form 

development. These industry costs total approximately $80’ million annually. 

The analysis of the economic impact of the regulation is required under , “,. / _., 

Executive Order 22.8436, the Regulatory Flexibility Act, and the Unfunded 

MandatesReform Act The added burden cited by the comment for $5 201.23(a) -,I . ..* ‘X .,- _ /Ijl. WL.. .L.. *, I** ,>*.-,a --.<?.ad,.“~ 10 .r.v~.%-urn‘,,Li *~,“*;i+&ir~,” ,&A i&*,, : 

and 314.%(a) has been estimated, by FDA in theacpnomic analysis. Only the .I ,” j,,, ._,“c_ 

burden associated with compiling and reporting to FDA informati.o,n aheady 

obtained is the subject of this notice and the September 27, 2001, notice. FDA 

published for public comment its initial. estim,ate,of this collection of m.s ap ic:, >&r.. I Y11 i,r,:<<-% LG.:: ‘3 Xlli :, ,*.: ,_i ;: ,-- il i $. (I. :. 

information in the Federal Register of August 15, 1997 (62 FR 439O.Q‘:at 439.09). 4%. x1 -. _ *,_ , )a<. 

In the final rule, FDA discussed the comments on the burden estimates and ?i./‘, !?“a ,,-. 1 &/ i,xi’,“,.~.,r^l.-)~,x*.,~.,,~-,*~,i~ *~ri~~~~,“~~~~~E?~,~~ ih r.&$w~~ke&+i.,, -;’ . & jj ., * I ~ ( *,, 

revised the estimate for §§ 201,23(a) and 314.55(a) from 16 hours to 48 hours. _ . 

Thus, FDA believes that the col]ection of information estimate together with ‘, ,i I ,a/‘, e,, ? I Ii ” ,. .c<- r, (%a “‘-~~~~~::,.~~~~~.~i,~~;~~’ <;4;-y 

the cost estimate made in the analysis of the economic&rpact of the regulation 

provide an adequate assessment of the indu,s,@y burden resulting from 

§§ 201.23(a) and 314,.55(a). 

As a result of the comment that the number -of annual responses in ./ I: l,.,i”* __ l,Sl$_ .Idi_h,/. <). r*e,, .(, , ~ :s ,.r~~..,c/i”cx.~,~.~~:~,,~~,~~~~~ <5 

§ 314.50(d)(7) should be equal to the number*of,annuaJ6responses in 

§ 314.55 (a), FDA has reconsidered $s an$ysis of the collection of inforn&o,n 

resulting from these:sections of t$mregulation. Under § 314.50(d)(Y), applicants 

must submit as part ,of an application and supplement to an approved 

,_ 

application a “pediatric use section. ” This +ectiw qpt describe the , ;_ ,” : ” __ , ,. “.*.,Alp*. *ir”ps‘.y.. ,_ “..” 

investigation of the drug for use in pediatric populations, including an 

integrated summary of the infon;nat@n .~.~~,,.~.~~“~~~~vant,tp J$y,@ety and 

effectiveness and benefits and risks of the drug in pediatric populations for *l. r ,I. “-5 LW” ./L_“S -9 is.yr+ sf l... pI*lrhnlwl( **,a,r;*, *..,&;& 
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the claimed indications, a reference to the full< de*@ptions of such studies 

provided under § 314.5NN~) and (d)(s), and information required to be , ,, ,,_ j .____ _ 

submitted under § 314.55. Under § 31455(a), applications must contain data _ _ 

that are adequate to assess the safety and effectiveness of the drug product 

for the claimed indicati,ons,in al) relevant pediatric subpopulations, and to .i../“._ .dI_ . . j, _l.,, ; _A 

support dosing and administration for e.ach”,pediatric subpopulation for which 

the drug is safe and effective. FDA has determined that, ,for purposes of this \ b I. “.ubi--.->,A j(._j.b~/ 

collection of information “analysis, the requirement to submit.pediatric use 

information would”more appropriately come under § 814.50(d)(7). Section 

§ 314.%(a) is the requirement to obtain pediatric use inform&on for reporting ,_.‘.., _.~,.. I_ ,,___ “I ..~ 

to FDA under § 314,50(d)(7). Thus, FDA is including the reference to 

§ 314.%(a) in the same entry as § 814.59(d)(7) in table 1 of this document, As-,,,. i __ 

a result of more recent data, FDA has revised its estimate of,the,num.ber of _ , __ 

responses and respondents under § 814.59(d)(7). Based on the number of x 

submissions to FDA of the, required assessments pf pediatric safety and / 

effectiveness during 2001, FDA estimates that approximately 59 applicants will 

submit approximately 78 assessments annual!y. 

Concerning the comment that FDA did ,not,provide a burden estimate for ,, 

§ 814.50(d)(8) and (d)(5), this notjce and the September.27, 2001, notice are 

part of the process to request that OMB extend ahproval for the collection of 

information described in the, December 2, 1998, final rule. The final rule did - ,. .^ .,. ,. “, , _ ,, * .+. , ,, // _.. , 

not amend § 314.59(d)(3) and (d)(5) and, therefore, these sections were not 

included in the collectionof ~nformatiql?~an~~ysis in the final rule.t The , 1 I -.,. I ,“. 

information collection under § 81+58(d)(3) and (d)(s), as well as other 

provisions under 21 ,CFR part 314, are already approved by OMB until 

November 30,2004, under OMB control number 09$.9-$)(?1. ,_ / 



The comment also qt,gted that FDA’s estimate of 100 respondents for _ _, *p *, , ?C. i. _ * c,c~yi...-,* ““)) 4 li .,,c‘“*?+ .~<,~~~~~?~~~~?~a~~~~~~~, I_ 

§ 314.8~~)(2)(i)~ @wvvi)(c!~ and ~)(2)(vii~~,~~~~~~~,,:~~~,.that,~~e~,‘3:?~~.,,‘. ,, _i ,.“, * ,. + s, ,_i 1 1 ” 

respons.es should b,e expected annually. Under these, sections, applicants must 

submit in thei,r annual report: (1) A brief summary of whether labeling a. a\,, ,*” _ 

supplements for pediatric use have been submitted and whether new studies .jl , ” ,.,. ,yl; (” 4 i-*r”~,‘..l.r‘...%. &,a. /_._A * <x. .- iisir ,q‘A&, iS*‘“.~~rx,r~i*~rr~~,~,‘~~~~~:j~~.~~ I ,,.: ;ii ~*_ : ~, *&, I. _ 1. 1 _ : .“_ 

in the pediatric population have been initiateg; (2) an analysis of available 

safety and efficacy data in the pedi,atric population and,&nges proposed in 

the labeling based on this infoSrmatjon; and (3) a status report containing a 

statement indicating whether pos,tma$eting clinical studjes~.in”,pediatric 

populations were required by FDA under § 20’1.23, and if so, the status of these 

studies. Thus, only the annual reports for those approved applications that 

contain or will contajn pediatric use informatjon~ would be covered by these .w* I j.,,_ (_l/_,,, I t * i(i ,msb~^, >:~~w2wayi%:~i,~,.% & 

sections. As a result of more recent data FDA, has revised ,its~est&!t.es.ofthe _, 3 ,\, .Y. A. . .._.. * “.. i,- +& 1**,.//_1<* I .‘,.’ ” I” ,..j : 

number of responses and, respondents for these sections .?.ased” o.n “the number i ~. ._; ,-,r-:.u~~“gi$,,:ri il.__ j, “,_ , , .), / ,” ,,. ,“~ 

of currently approved applications and the number of pending applications .-a /‘,““,.. s*,‘(:s.* .-r.lirv>.%. 

that contain pediatric use information, FDA estimates approximat,ely 119 

applicants will submit approximately 158 annual reports under 

5 314.81(b)@)(i), app roximately 119 applicants will.submit approximately 158 

annual reports under 5 314.81(b)(2)( vi c and approximately 6 applicants will )( ), 

submit approximately 6 annual reports under § 314.81(b)(2)(vii). 
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I' 
AS a result’of,more recent FDA data on the number of requests for deferrals *-/ :“, .,A i, ;‘*r,‘.n, *“qA $“, j_z,,. _:.r ,‘.LF w;:::- I_ ;: j<. .$<,., ,.:<,-,,: : .T~. .“_ ; .-, rc r-,$ j i? .I” ,1 , ” ~i.\l _ ~ . . i: 

and waivers received,by the agency in 2001, FDA has also revisedC@e estimates Q I li.,.ar,~-~rrr~~r.~~~ rl_ i, ,WiG,‘ ,.= ..\ <;. , ~ .~,. ,._ 
: 

Dated: GcxGL ,, / .,” d , _, ./ _ 1 ‘ ,/ .s . . . -, ., i. 
August 6, 2002. 
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